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AB The authors report the design, semisynthesis, and biol. activity of a 

series of f redericamycin derivs. Within this series compound (I) combines 
low nanomolar cytotoxic potency in vitro, increased tumor cell line 
selectivity, and in vivo activity in a human xenograft model. 

IT 609353-42-6P 609353-48-2P 609353-50-6P 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(design and semisynthesis of novel f redericamycin A derivs. with an 
improved antitumor profile) 

RN 609353-42-6 CAPLUS 

CN Spiro [2H-benz [f ] indene-2, 8 ' - [8H] cyclopent [g] isoquinoline] -1, 1' , 3, 5, 8 (2 ! H) - 
pentone, 5' -bromo-6 ■ ,7 ■ -dihydro-4 , 9, 9 ' -trihydroxy-6-methoxy-3 ' - (1E,3E) -1,3- 
pentadienyl-, (2S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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Absolute stereochemistry. 
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RN 892871-45-3 CAPLUS 

CN Spiro [2H-benz [f ] indene-2, 8 ■ - [8H] cyclopent [g] isoquinoline] -1, 1 1 , 3 , 5, 8- 
pentone, 5 » -bromo-3 ' - (4-bromo-3 -oxo-l-butenyl) -l 1 ,2 ' , 6 1 , 7 ' -tetrahydro- 
4,9,9' -trihydroxy-6-methoxy-, (2S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 
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AB The invention discloses f redericamycin derivs . , medicaments containing them 
their salts, and their use for treating diseases, particularly tumors. 
Preparation of f redericamycin derivs. is included. 

IT 645337-14-0P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(f redericamycin derivs. as medicaments for treating tumors) 
RN 645337-14-0 CAPLUS 

CN Spiro [2H-benz [f ] indene-2, 8 1 - [8H] cyclopent [g] isoquinoline] -1,1',3,5,8(2»H)- 
pentone, 5 1 -chloro-4, 9,9 ' -trihydroxy-6-methoxy-3 1 - (IE, 3E) -1, 3-pentadienyl- 
7- [ (pherlylmethyl) thio] (2S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The invention relates to novel f redericamycin derivs . , e.g., I [Rl = H, 
Cl-6-alkyl, cycloalkyl, (Cl-4-alkyl) cycloalkyl ; R2 = Cl-14-alkyl, 
C2-14-alkenyl, 1, 3 -butadienyl , Bu, (Cl-4-alkyl) aryl , heteroaryl, 
(CI -4 -alkyl ) heteroaryl , cycloalkyl , (Cl-4 -alkyl ) cycloalkyl , 
heterocycloalkyl, (Cl-4-alkyl) heterocycloalkyl, etc.; R3 = C2-14-alkyl, 
C2-14-alkenyl, C2 -14 -alkynyl , (un) substiututed aryl, (CI -4 -alkyl) aryl, 
heteroaryl, (Cl-4-alkyl)heteroaryl; R4, R6, R7 = H, Cl-6-alkyl, COR41; R5 
= H, Cl-6-alkyl, cycloalkyl, (Cl-4-alkyl) cycloalkyl , heterocycloalkyl, 
(Cl-4-alkyl)heterocycloalkyl, aryl, (Cl-4-alkyl) aryl, heteroaryl, 
(Cl-4-alkyl)heteroaryl; R41 = Cl-14-alkyl, Cl-14-alkanoyl , 
(Cl-6-alkyl)oxy, (Cl-6-alkyl) amino, (Cl-6-alkyl) amino (Cl-6-alkyl) , 
(Cl-6-alkyl)aminodi (Cl-6-alkyl) , cycloalkyl, (Cl-4 -alkyl) cycloalkyl , 
heterocycloalkyl, (Cl-4-alkyl) heterocycloalkyl, aryl, aryloyl, etc.; X= 
0, S, NH, NR8; R8 = R5 / NR5R8 =4-8 membered heterocyclkoalkyl (with an 
optional addnl . N, O, S) ; XR5 = H; Y = O, S, NR9; R9 = H, Cl-6-alkyl] and 
II, or their stereoisomers, tautomers or pharmaceutically acceptable 
salts, to medicaments containing these derivs., and to the use of them for 
treating diseases, particularly tumor diseases (no data) . Thus, 
5- (fluorophenyl) f redericamycin A [III; R2 = CH:CHCH:CHMe- (E, E) ] was prepared 
from fredericamycin A [IV; R2 = CH : CHCH : CHMe - ( E , E ) ] via regioselective 
iodination with N-iodosuccinimide in DMF followed by arylation with 
4-FC6H4B(OH)2 in DMF containing T12C03 and catalytic Pd(Ph3P)4. 

IT 609353-43-7P, 5 -Iodof redericamycin A 

RL: RCT (Reactant) ; SPN (Synthetic preparation); THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); RACT (Reactant or reagent); 
USES (Uses) 

(preparation and palladium-catalyzed coupling of, with boronic acids; 
preparation 

of fredericamycin derivs. for use in treating tumors) 
RN 609353-43-7 CAPLUS 

CN Spiro [2H-benz [f] indene-2, 8 ' - [8H] cyclopent [g] isoquinoline] -1, 1', 3,5,8 (2'H)- 
pentone, 6' , 7 » -dihydro-4 , 9 , 9 ' -trihydroxy-5 f -iodo-6-methoxy-3 ' - (IE, 3E) -1,3- 
pentadienyl-, (2S)- (9CI) (CA INDEX NAME) 



10/511,411 



Absolute stereochemistry. 
Double bond geometry as shown. 
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IT 609353-42-6P, 5-Bromof redericamycin A 609353-50-6P, 
5-Bromofredericamycin-3-carboxaldehyde 609353- 51 -7P, 
5 - Iodof redericamycin - 3 - carboxaldehyde 616884-46- 9P, 
5- [ (E) -1-Hexenyl] f redericamycin A 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study) ; PREP (Preparation) ; USES (Uses) 

(preparation of f redericamycin derivs. for use in treating tumors) 
RN 609353-42-6 CAPUTS 

CN Spiro [2H-benz [f ] indene-2,8' - [8H] cyclopent [g] isoquinoline] -1,1' ,3, 5,8 (2 'H) - 
pentone, 5 ' -bromo-6 ' , 7 ■ -dihydro-4 , 9, 9 • -trihydroxy-6-methoxy-3 1 - (IE, 3E) -1,3- 
pentadienyl-, (2S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 609353-50-6 CAPLUS 

CN Spiro [2H-benz [f ] indene-2 , 8 • - [8H] cyclopent [g] isoquinoline] -3 * - 

carboxaldehyde, 5 ■ -bromo-1, 1 , / 2',3,5,6 , ,7» , 8-octahydro-4 ,9,9' -trihydroxy-6- 
methoxy-1,1' , 3 , 5 , 8-pentaoxo- , (2S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 609353-51-7 CAPLUS 

CN Spiro [2H-benz [f ] indene-2 , 8 ' - [8H] cyclopent [g] isoquinoline] -3 ' - 

carboxaldehyde, 1,1',2 , ,3,5,6 , ,7 , # 8-octahydro-4 ,9,9' -trihydroxy-5 1 -iodo-6- 
methoxy-l,l» , 3 , 5 , 8 -pentaoxo- , (2S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 616884-46-9 CAPLUS 

CN Spiro [2H-benz [f ] indene-2, 8 1 - [8H] cyclopent [g] isoquinoline] -1, 1 ' , 3, 5, 8 (2 'H) - 
pentone, 5 ' - (IE) -l-hexenyl-6 » ,7 » -dihydro-4 , 9, 9 ' -trihydroxy-6-methoxy-3 » - 
(1E,3E) -1,3-pentadienyl-, (2S) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 
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AB The invention relates to novel f redericamycin derivs. I [Rl = H, 

Cl-6-alkyl, cycloalkyl, (Cl-4-alkyl) cycloalkyl; R2 = H, Cl-14-alkyl, 
C2-l4-alkenyl, aryl, (Cl-4-alkyl) aryl, heteroaryl, (Cl-4-alkyl)heteroaryl, 
(C2-4-alkenyl) heteroaryl, cycloalkyl, (Cl-4-alkyl) cycloalkyl, 
heterocycloalkyl, (Cl-4-alkyl) heterocycloalkyl; R3 = H, F, CI, Br, I, OH, 
OR31, N02, NH2, NHR31, NR31R32, NHCHO, NHCOR31, NHCOCF3 , OC(:0)R31; R4 , 
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IT 609353 -48 -2P, 5-Chlorof redericamycin 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation, osmylation and antitumor activity of; preparation of 
fredericamycin 

derivs. for use in treating cancer) 
RN 609353-48-2 CAPLUS 

CN Spiro [2H-benz [f ] indene-2 , 8 1 - [8H] cyclopent [g] isoquinoline] -1,1',3,5,8(2'H)- 
pentone, 5 ' -chloro-6 » , 7 * -dihydro-4, 9,9* -trihydroxy-6-methoxy-3 ' - (IE, 3E) - 
1,3-pentadienyl-, (2S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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=> d his 

(FILE 1 HOME ' ENTERED AT 11:30:31 ON 15 AUG 2006) 

FILE 'REGISTRY' ENTERED AT 11:30:48 ON 15 AUG 2006 
STRUCTURE UPLOADED 
13 S LI 

STRUCTURE UPLOADED 
7 S L3 
134 S L3 FULL 

FILE 1 CAPLUS 1 ENTERED AT 11:34:16 ON 15 AUG 2006 
L6 4 S L5 

= > d 13 

L3 HAS NO ANSWERS 
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Structure attributes must be viewed using STN Express query preparation. 
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